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1 . The applicant is hereby nodtied that the international Search Report has t^een established and is transmitted herewith. 

Rule 46): 



Filing of amendments and statement under Article 19: 

The applicant is enbtted. if he so wishes, to amend the claims of the International Application (s 



When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report: however, for more details, see the notes on the accompanying sheet 

Where? Directly to the International Bureau of WlPO 
34, chemin des Colombeltes 
121 1 Geneva 20, Switzerland 
Fascimile No.: (41-22) 740.14.35 

For more detailed Instructions, see the notes on the accompanying sheet. 

□ The applicant is hereby notified that no International Search Report will be established and that the declaration under 
Article 17(2)(a} to that effect is transmitted herewith. 



3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant Is notified that: 

□ the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant's request to fonward the texts of both the protest and the decision thereon to the designated Offices. 



I I no decision has been made yet on the protest; the applicant win be notified as soon as a decision is made. 



4. Further action(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the International application, or of the 
priority claim, must reach the International Bureau as provided In Rules 90bis.1 and 90bis.3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for International preHmlnary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 



W\th\n 20 months from the priority date, the applicant must perform the prescribed acts for entry Into the national phase 
before all designated Offices which have not been elected in the demand or In a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 





Name and mailing address of the International Searching Authority 
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NOTES TO FORM PCT/ISA/220 

• # 

ThM* Notes are intended to giva the boaio inatruetiona oonoaming the filing of amandmanla under artioie 19. The 
Notaa are baaed on the requiraments of the Patent Cooperation Treaty, the Regulationi and the Adhninistrative Inatruotions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applieable. For more 
detailed information, see also the PCT Applicant's Guide, a^gublication of WIPO. 

in these Notes, 'ArtidB*, 'Rule', and "Section" refer to theproviaions of Ihe PCT. the PCT Regulatnns and the POT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of tt>e 
intemationaJ application. It should however be emphaaized that, since all parts of the international application (daima, 
description and drawings) may be amended during the international praliminary examination procedure, there is usuafly 
no need to file ameruimentB of the claims under Article 1 9 except where, e.g. the applicant wants ttie latter to be published 
for the purposes of provisional protection or has another reason for amending the claima before international pbullcaiion. 
Fufttierrr«ore, it should be emphasized that proviaional protection is available in aome States only. 



VihaA parts of the Inteinatloiial appHcaUon may be emended? 

Under Article 1 9, only the claims may be amended. 

During the tntemational phaae, the claims may also be amended (or further amended) under Article 34 before 
Ihe International Preliminary Examining Authority. The deaeription and (frawinga may only be amended under 
Article 34 before tfie International Examtntng Authority. 

Upon ar4ry into the national phase, all parts of the international application may be amendsd under Artids 28 
or, wtMTS applieabfe, Article 41 . 



When? Within 2 montha from the date of tranamittal of the international aearch report or 1 6 montha from the priority 

date, whichever time limit expires later. It should be noted, howevsr, that the amendmenta will bm oonsidsred 
as having been received on time if ttiey are received by the International Bureau after the expiration of the 
appiieaUa time limit but laefora the completion of the technical preparationa for international puUieation 
(Rule 46.1). 



¥lfhe«e not to file the amendmenta? 

The amendments may only be filed with ttie International Bureau and not with ttie receiving Office or the 
International Searefang Authority (Rule 46.2). 

Where a demand tor international preliminary examination haa been^a filed, aee below. 



How? Either by cancelling one or more entire claima, tiy adding one or mora new daima or by amending the text of 

one or mors of ttie daima aa filed. 

A replacement aheet must be submitted for each sheet of the daima which, on account of an amendment or 
amendmenta, differs firom Hie aheet originally filed. 

All the daima appearing on a raplaoement sheet must be numbered in Arabic numerala. Wtiere a daim is 
canedled, no renumbering of the other claima ia required. In an caaes whers daima are ranumtMred, they must 
be renumkaered consecutively (Administrative Instructions, Section 20S(b)). 

The amendmenta muat be maide in the language in which thelnteniatlonat application to to Im publlahed. 

VIThat doGumenta muatftnay accompany the amendmenta? 
Letter (Section 205(b)): 

The amendments must t)e submitted with a letter. 

The letter will not be published with the intemationd application and the amended daims. It ahould not be 
oonfuaed with the "Statement under Artide 1 9(1)* (see below, under 'Statement urder Article 19(1)"). 

The letter must be In English or French, at the ohoice of the applicant Ho%irevar, If the language of the 
international application la English, the letter muat be In Engiiah; If the language of the International appficatlon 
la French, the tetter muat be In Francti. 
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NOTES TO FORM PCT/iSA/220 (conUnued 




The letter must indicate the differences between the claimt as filed and the cUims as amended. It must, in 
particular, indicata, in connection with each-cUim appearing in the intematiortal application (it being urtderstood 
that identical indications conoaming several claims may be groupod),whether 

(i) the claim is unchanged; 

fri) the cicum is cancelled; 

(lit) the claim is new; 

(iv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



Tlie following examptoa HhwtFita the manner In which amendments must be explainad in ttw 

accompanying tetter: 

1 . [Where originafly there were 48 claims and after amendment of some claims there ara 51 ]: 
*Claimt 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims tsearing the same numbem; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added.* 

2. (Where originally there were 1 5 claims and after amendment of all claims there are 11]: 
"Claims 1 to 1 5 replaced by amended claims 1 to 1 1 .* 

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in adding 

new claims): 

"Claims 1 to 6 and 1 4 unchanged; daims 7 to 1 3 cancelled; new claims 1 5, 16 and 17 added.* or 
'Claims 7 to 13 car>ceHed; new claims 1 5, 16 and 17 added; aB other claims unchanged.* 

4. [Where various kinds of amendments are made]: 

"Claims 1-10 unchanged; claims 11 to 13, 18 and 19canoeRed; claims 14, 15 and 16 replaced tsy amended 
daim 1 4; claim 1 7 sutxtivided into amended daims 15, 1 6 and 1 7; new daims 20 and 21 added* 



"Statement under Mtida 19(1)" (Rula 46.4) 

The amendments may bm aooompanted t)y a statement explaining tha amendments and indicating any impact 
that such amendments might tiave on the description and the drawings (which cannot be amanded under 

Artide19(1)}. 

The statement wilt be putalished with the international application and tt>e amended daims. 
It must ba In tha languaga In which tha International apppHcadon la to ba puMlahad. 

It must bm brief, not exceeding 500 words if in English or if trsndated into Engiah. 

H should not be confused with and does not replace the letter indicating the dffersnces tiertween the claims 
as filed and as amended. It must be filed on a separate sheet and must t>a identHM as such by a heading, 
preferat)ly by using the words 'Statement under Article 19(1).* 

It may not contain any disparaging comments on the international search report or the rslevanca of citations 
contained in that report. Reference to citations, relevant to a given daim, contained in the international search 
report may be made only in connection wfth an amendment of that claim. 



Consaquenoa if a demand lor international preliminary axamlnation has alraady been filed 

If, at ttie time of filing any amendments under Afticla 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferatily, at the same time of fifing the amendments with the 
International Bureau, also file a copy of such amendments with ttie International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 

Consequence with regard to translation of tha bttsniatlonaf application for entry into tha national phaaa 

The applicant's attention is drown to the fact that, where upon entry into the n«iional phase, a trarvlation of the 
daima as amended under Artide 19 may have to tie furnished to \hm designated/dected Officee, inateadof, or 
in addition to, the b-an station of ttie daims as filed. 

For further details on the requirements of each designated^etected Office, see Volume II of the PCT Applicant'a 
Guide. 
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PATENT COOPERATION TREATY 

• PCT • 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agenCs file reference 
LLK/P33167 


FOR FURTHER ^ Notification of Transmittal of international Search Report 

(Form PCT/tSA/220) as well as, where appllcabte, item 5 below. 

ACTION 


International application No. 


InternatlonaJ filing date (day/month/year) 


(Earliest) Priority Date (day/month/year) 


PCT/EP 03/14776 


17/12/2003 


20/12/2002 


Applicant 






GLAXO GROUP LIMITED 







This Internationat Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy Is being transmitted to the International Bureau. 



This International Search Report consists of a total of 6 sheets. 

[Ic] It is also accompanied by a copy of each prior art document cited In this report 

1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the International application in the 
language in which it was filed, unless othenA/ise Indicated under this item. 

I I the international search was canled out on the basis of a translation of the international application furnished to this 
' Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the International application, the international search 
was carried out on the basis of the sequence listing : 

contained in the international application in written form, 
filed together with the International application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 

the statement that the subsequently furnished written sequence fisting does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of invention is lacking (see Box It). 

4. With regard to the title, 

I I the text is approved as submitted by the applicant, 
[x] the text has been established by this Authority to read as follows: 
COMBINATIONS OF A VANILLOID ANTAGONIST AND AN NSAID FOR THE TREATMENT OF PAIN 



2. 



□ 
□ 
□ 
□ 
□ 

□ 
□ 



With regard to the abstract, 

[x] the text Is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b). by this Authority as it appears in Box III. The applicant may, 
within one month from the dale of mailing of this international search report, submit comments to this Authority, 

The figure of the drawings to be published with the abstract is Figure No, 



I I as suggested by the applicant. [x] None of the figures. 

P~] because the applicant failed to suggest a figure. 
I I because this figure better characterizes the invention. 
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INTERNATIONAL SEARCH REPORT 



A. CLASSIFICATION OF 

IPC 7 A61K45 



1/06 



International Application No 

?CJJ£? 03/14776 



IK 31/365 



A61K31/4439 



According lo Intemalional PalenI Classificailon (IPC) or to both national classlficallon and IPC 



B. FIELDS SEARCHED 



Minimum docuinentainn searched (classification system tollowed by dassitication symbols) 

IPC 7 A61K 



Uoriitin.-iitfiiHHi M:Hr4:hi.'<l oilier than minimum documeniatlon to the extent that such documents are included in the fields searched 



EhKiimH. «i.ii.i tst^ . . 4iMin<ti during the international search (name of data base and. where practical, search terms used) 

EPO-Internal. BIOSIS, EMBASE, MEDLINE, CHEM ABS Data, UPI Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Caiu4)i>rv (ji.iU4i.ii iui» (it wviiti indication, where appropriate, ot the relevant passages 



Relevant to daim No. 



wo 02 076946 A (NOVARTIS ERFIND VERWALT 

GMBH :ZIMMERMANN KASPAR (CH); NOVARTIS AG) 

3 October 2002 (2002-10-03) 

cited in the application 

page 6. paragraph 3 -page 7, paragraph 1 

page 8, paragraph 4 



1-7 



US 6 048 855 A (BRETON LIONEL 
11 April 2000 (2000-04-11) 
abstract 

column 5, line 42 - line 68 



ET AL) 



X.P 



WO 03 062209 A ( BAKTHAVATCHATAM RAJAGOPAL 
;BRIELMANN HARRY L (US); NEUROGEN CORP () 
31 July 2003 (2003-07-31) 
page 60, line 7 -page 62, line 20 
page 58, line 6-9 

-/-- 



1.2.12 



1-7,12 



m 



Further documenis are listed in the continuation of box C. 



0 



Patent family members are listed in annex. 



* Spedal categories of cited docunnenis : 

'A' document defining the general state of the art which is not 

considered lo be of particular relevance 
*E' eartierdocun^nt but published on or after the international 

filing date 

*L' document which may throw doubts on priority daim(s)or 
which is ctted to establish the publication dale of another 
dtation or ottier spedal reason (as specified) 

*0' document referring to an oral disdosure. use, exhibition or 
oltter means 

*P document pubiishod prior to the intemalional NNng date but 
later than the priority date claimed 



'T* later document published after Ihe intemalional filirig date 
or priority dale and not In conflict with Itie application but 
dted to understand the prindple or theory underlying the 
invention 

'X* document ol particular relevance: the claimed Invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

*Y* document ot particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion ol the international search 



16 March 2004 



Date of mailing of the IntematkNtal search report 



01/04/2004 



Name and mailing address of the ISA 

European Paieni Oftice. P.B. 5818 Patenilaan 2 
NL - 2280 HV Ri]swi)k 
TeL (-f31-70) 340-2040. Tx. 31 651 epo nl. 

Fax: (+31-70) 340-3016 



Authorized officer 



Leherte, C 
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INTERNATIONAL SEARCH REPORT 



C.(Contlnuation) [XXUMENTS 



Categofy • 



I. witnTndU 



International Application No 

POUEP 03/14776 



;reo to be relevant 



Citation o( documenl. wiiTiTndlcation.vvhera appropriate, ot the relevant passages 



^^^^ 



Relevant lo daim No. 



Y.P 



WO 03 022809 A (RAMI HARSHAD KANTILAL 
:WYMAN PAUL ADRIAN (6B); TFIOMPSON MERVYN 
(GB) 20 March 2003 (2003-03-20) 
cited In the application 
page 15, paragraph 4 
page 25 



1-12 



WO 01 46194 A (WHITEHEAD ANDREW JONATHAN 
; GLAXO GROUP LTD (GB); MATHEWS NEIL (GB)) 
(2001-06-28) 
appl 1 cation 
14 - line 17 



1-12 



28 June 2001 
cited In the 
page 2, line 
claim 3 



WO 02 08221 A (BAKTHAVATCHALAM RAJA60PAL 
;DESIM0NE ROBERT W (US); NEUROGEN CORP () 
31 January 2002 (2002-01-31) 
page 74, paragraph 7 
abstract 



Foim PCT/ISM2I0 (eontiniigtian ol ssoand thssl) (July 1992) 



page 2 of 2 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 2 1 0 



Continuation of Box 1.2 
Claims Nos.: 1-9 12 



Present claims 1-9 and 12 relate to combinations containing compounds 
defined by reference to desirable characteristics or properties, namely: 
"vanillold VR-1 antagonist", "NSAID" and "COX-2 inhibitor". 
The claims cover all combinations of those compounds having these 
characteristics or properties (pharmacological properties), whereas the 
application provides support within the meaning of Article 6 PCT and/or 
disclosure within the meaning of Article 5 PCT for only a very limited 
number of such combinations. 

Present claims 1-12 relate to an extremely large number of disease 
states. The therapeutic application Is defined as "conditions associated 
with pain" which does not allow any practical application In the form of 
a defined, real treatment of a pathological condition. It Is noted that 
any disease may represent a condition associated with pain. 
In the present case, the claims so lack support, and the application so 
lacks disclosure, that a meaningful search over the whole of the claimed 
scope is impossible. Independent of the above reasoning, the claims also 
lack clarity (Article 6 PCT). An attempt Is made to define the 
combinations by reference to a result to be achieved. Again, this lack of 
clarity in the present case Is such as to render a meaningful search 
over the whole of the claimed scope Impossible. Consequently, the search 
has been carried out for those parts of the claims which appear to be 
clear, supported and disclosed, namely those parts relating to the 2 
following combinations in relation to their use in the treatment of the 
conditions mentioned in the first paragraph of the description: 

N-(2-Bromophenyl)-N'-*((RM-(5-trifluoromethyl-2-pyridyl )pyrrolidin-3-yl 
)!urea with rofecoxib, and 

N-( 2-Bromophenyl )-N ' - * ( (R )-l-( 5-tr1 f 1 uoromethyl -2-pyr 1 dyl )pyrrol idi n-3-yl 
)! urea with 

2-( 4-ethoxy-pheny 1 )-3-( 4-fflethanesul f ony 1 -phenyl )-pyr azol o * 1 , 5-b ! pyr i dazi n 
e. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to Inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority 1s normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 




Intemational Application No. PCT£P 03 A 4776 



INTERNAfliNAL SEARCH REPORT 



International application No. 
.PCT/EP 03/14776 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This International Search Report has not been established in^respect of certain claims under Article I7(2)(a) for the following reasons: 



nn Claims Nos.: 

because they relate lo subject matter not required to be searched by this Authority, namely: 

Although claims 1-11 are directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged effects of the 
compound/composi t1 on . 



Claims Nos.: ^ . . . ^ 

because they relate to parts of the International Application that do not comply with the prescnbed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



^ because^Sfe^^ are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box 11 Observations where unity of invention is laclcing (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
I 1 searchable claims. 



2. rn As all searchable claims could be searched without effort Justifying an additional fee. this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
1— J covers only those claims for which fees were paid, specifically claims Nos.: 



4. I I No required additional search fees were timely paid by the applicant Consequently, this International Search Report i 
* — ' restricted to the Invention first mentioned In the claims; it is covered by claims Nos.: 



Remaric on Protest The additional search fees were accompanied by the applicant's protest, 

j I No protest accompanied the payment of additional search fees. 
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